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Background.  The quadrivalent live attenuated influenza vaccine (LAIV4) showed 
reduced effectiveness for the A/H1N1 component of the vaccine in 2013–2014 and 
2015–2016. To address this, new assays were used to identify H1N1 LAIV strains with 
improved replicative fitness and immunogenicity. In this study, we compared the shed-
ding and immunogenicity of a new A/H1N1 strain (A/Slovenia), selected using the 
new assays, to a previous strain (A/Bolivia) with reduced effectiveness.

Methods.  Two hundred children aged 24 to <48 months were randomized 1:1:1 to 
receive two doses of a quadrivalent formulation of 2015–16 LAIV or a trivalent formu-
lation of 2015–2016 LAIV, both containing the H1N1 A/Bolivia strain, or a quadriva-
lent formulation of the 2017–2018 LAIV containing the new H1N1 A/Slovenia strain 
(NCT03143101). Nasal and serum immune responses were assessed before Doses 1 
and 2, and 28 days after Dose 2. Nasal shedding was assessed on Days 2, 3, 4, 5, and 7 
after Dose 1, and Days 2, 4, and 6 after Dose 2. Solicited symptoms, adverse events, and 
serious adverse events were collected. Statistical testing was limited to the prespecified 
primary endpoint of hemagglutination inhibition (HAI) antibody responses.

Results.  A higher proportion of children shed the A/Slovenia vaccine strain than 
the A/Bolivia strain on Days 4–7 after Dose 1. The study met its primary endpoint, with 
significantly higher HAI antibody responses for the A/Slovenia strain after both the 
first and second doses of vaccine (Figure 1). Neutralizing antibodies and nasal immu-
noglobulin A  (IgA) antibody responses were higher for the A/Slovenia than the A/
Bolivia strain for both the trivalent and quadrivalent vaccine formulations. HAI anti-
body seroconversion rates (≥4-fold increase from baseline) for the A/Slovenia strain 
were similar to those seen in previous studies in which the H1N1 vaccine strain was 
highly efficacious (Figure 2). There were no significant safety findings.

Conclusion.  The new H1N1 A/Slovenia strain demonstrated improved immu-
nogenicity compared with a previous strain with reduced effectiveness, and immune 
responses comparable to a highly efficacious H1N1 LAIV strain. These results support 
the use of LAIV4 as an important vaccine option.
Figure 1.

Figure 2.

Disclosures.  R.  Mallory, MedImmune: Employee, Salary. A.C. Nyborg, 
MedImmune: Employee, Salary. R. Kalyani, MedImmune: Employee, Salary. L.F. Tsai, 
MedImmune: Employee, Salary. S.L. Block, AstraZeneca: Investigator, Research grant. 
F. Dubovsky, MedImmune: Employee, Salary.

1955. A Randomized, Double-Blind Study to Evaluate the Safety, Tolerability, and 
Efficacy of Caspofungin vs. Amphotericin B Deoxycholate in the Treatment of 
Invasive Candidiasis in Neonates and Infants ≤3 Months of Age
Jason Kim, MD, MSCE1; Firdose Lambey Nakwa, MBBCh, FCPaeds, MMed Paeds2; 
Fábio De Araujo Motta, MD, PhD3; Perla Salcedo Lozada, MD4; Derya Alabaz, MD5; 
Hong Liu, MS1; Keisha Bloise, MS1; Mary Beth Dorr, PhD1; Leah J. Anderson Gaffney, 

PhD1 and Nicholas Kartsonis, MD1; 1Merck & Co., Inc., Kenilworth, New Jersey, 
2Chris Hani Baragwanath Academic Hospital, University of Witwatersrand, 
Johannesburg, South Africa, 3Hospital Pequeno Príncipe, Curitiba, Paraná, Brazil, 
4General Hospital of Ecatepec Las Américas, Instituto de Salud del Estado de México, 
Mexico City, Mexico, 5Cukurova University, Adana, Turkey

Session: 227. Clinical Trials
Saturday, October 6, 2018: 12:30 PM

Background.  Candida species are the most common fungal pathogens in infants 
aged <1  year. Current antifungal regimens such as amphotericin B deoxycholate 
(dAmB) are associated with serious toxicity and multiple drug-drug interactions. The 
echinocandin caspofungin has less toxicity than dAmB and is approved for candidemia 
and other invasive Candida infections (ICI) in pediatric populations aged ≥3 months 
to 17 years. We investigated the efficacy of caspofungin in patients aged ≤3 months 
in ICI.

Methods.  This phase 2, multicenter, randomized, double-blind, compara-
tor-controlled study (Protocol MK0991-064; NCT01945281) enrolled patients aged 
≤3  months with culture-confirmed ICI ≤96 hours before study entry. Patients were 
randomized 2:1 to IV caspofungin 2 mg/kg once daily or IV dAmB 1 mg/kg once daily. 
Primary endpoint was fungal-free survival (FFS) at 2 weeks post-therapy. Initial target 
sample size was 90 patients.

Results.  Fifty-one patients were enrolled. The study was terminated early due 
to low enrollment after >3.5  years’ recruitment. Median age (min–max) at enroll-
ment = 22 days (7–88 days); male = 53.2%; median birth weight (min–max) = 1445 g 
(510–4,175 g); median baseline weight (min–max) = 1,860 g (425–6,540 g); median 
gestational age (min–max) = 30.4 weeks (26–41 weeks). C. albicans was the most com-
mon species isolated. Forty-nine patients received treatment (caspofungin, N  =  33; 
dAmB, N = 16); two additional patients did not have confirmed infections at study 
entry. Overall, 47 patients were included in the full analysis set population (caspo-
fungin, N = 31; dAmB, N = 16). FFS at 2 weeks post-therapy was 71.0% (22/31) in the 
caspofungin arm and 68.8% (11/16) in the dAmB arm (difference, –0.9% [95% CI, 
–24.3%, 27.7%]). 84.8% (28/33) of patients in the caspofungin arm and 100% (16/16) 
in the dAmB arm had ≥1 adverse event (AE); anemia (10/33 and 8/16, respectively) 
and sepsis (3/33 and 5/16, respectively) were the most common. Two patients in each 
arm had investigator-assessed treatment-related AEs. Serious AEs (SAEs) were 21.2% 
(7/33) in the caspofungin arm and 56.3% (9/16) in the dAmB arm; 5 patients died, 
2 (6%) in caspofungin arm, and 3 (19%) in dAmB arm. All SAEs and deaths were 
unrelated to study drug.

Conclusion.  Among neonates and infants with confirmed ICI, FFS at 2 weeks was 
similar in the caspofungin and dAmB treatment arms. Patients who received caspo-
fungin experienced fewer AEs and SAEs.
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Background.  Herpes zoster (HZ), caused by reactivation of varicella-zoster 
virus (VZV), typically manifests as a dermatomal rash and can result in complica-
tions, such as postherpetic neuralgia. HZ risk increases with age due to age-related 
decline of immunity. At time of study start, Zoster Vaccine Live (ZVL), containing 
live-attenuated VZV was recommended for vaccination in adults ≥60  years of age. 
Efficacy of ZVL declines with time since vaccination and increasing age. We evalu-
ated immunogenicity and safety of Adjuvanted Recombinant Zoster Vaccine (RZV) 
containing truncated form of VZV glycoprotein E (gE) in adults vaccinated with ZVL 
≥5 years before (HZ-PreVac) and ZVL-naïve adults (HZ-NonVac). In October 2017, 
the Advisory Committee on Immunization Practices recommended revaccination of 
ZVL recipients with RZV, based on available data, including 1 month (M) post-dose 
2 results of this study (M3). Here we present immunogenicity and safety results up to 
12 months post-dose 2 (M14).

Methods.  In this phase III, multi-center study (NCT02581410), open-label, 2 par-
allel groups of group-matched adults ≥65 years of age, HZ-PreVac and HZ-NonVac, 
received 2 RZV doses 2 months apart. Humoral and cellular immune responses were 
evaluated at various time points up to M14. Solicited and unsolicited adverse events 
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(AEs) were recorded for 7 and 30 days post each dose, respectively. Serious AEs (SAEs), 
HZ cases and potential immune-mediated diseases (pIMDs) were recorded through-
out the study.

Results.  215 participants were vaccinated in each group. No apparent differences, 
in pre-vaccination and persistence values of the anti-gE antibody GMCs (Figure  1) 
and CD4[2+] T-cell frequencies (Figure  2) were observed between HZ-PreVac and 
HZ-NonVac, up to M14. No clinically relevant differences in frequencies of solicited 
AEs, unsolicited AEs or SAEs between the two groups were observed. Six pIMDs 
(two in HZ-PreVac group and four in HZ-NonVac group), were reported up to M14 
(Table 1).

Conclusion.  In both groups, RZV-induced humoral and cellular immune 
responses persisted above baseline up to M14 at similar levels, irrespective of previous 
ZVL administration. Safety profile was similar regardless of previous ZVL vaccination.
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Background.  Pharmacists have the authorization to prescribe medications for the 
treatment of uncomplicated urinary tract infections (UTI) in some Canadian prov-
inces. However, there is limited data on the outcomes of this care by pharmacists. Our 
objective was to evaluate the effectiveness, safety, and patient satisfaction with pharma-
cist prescribing and care in patients with uncomplicated UTI.

Methods.  We conducted a prospective registry trial in 39 community pharma-
cies in the Canadian province of New Brunswick. Adult patients were enrolled if they 
presented to the pharmacy with either symptoms of UTI with no current antibacter-
ial treatment (Pharmacist-Initial Arm) or if they presented with a prescription for an 
antibacterial to treat UTI from another healthcare provider (Physician-Initial Arm). 
Pharmacists assessed patients and if they had complicating factors or red flags for sys-
temic illness or pyelonephritis, they were excluded from the study. Pharmacists either 
prescribed antibacterial therapy, modified antibacterial therapy, provided education 
only, or referred to physician, as appropriate. The primary outcome was clinical cure at 
2 weeks and the secondary outcomes included adverse events and patient satisfaction.

Results.  A  total of 748 patients were enrolled (87% in the Pharmacist-Initial 
Arm), average age was 40.8 (SD 15.9) years. Clinical cure was achieved in 89% of 
patients. Of those that did not have sustained symptom resolution, most (6% overall) 
had symptom recurrence after completion of therapy. Adverse events were reported by 
7% of patients and 88% of those continued their medication. Most adverse events were 
gastrointestinal-related and transient. The patient satisfaction survey reflected very 
high levels of satisfaction for the care they received, as well as for trust and accessibility 
of the pharmacist.

Conclusion.  Pharmacist management of uncomplicated UTI is effective, safe, and 
patient satisfaction is very high.
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Background.  JNJ-8678 is a RSV-specific fusion inhibitor and a potential new 
treatment for respiratory infections caused by RSV. Data from a Phase 1b study of PK, 
safety and antiviral effects in hospitalized RSV-infected infants are presented.

Methods.  37 and 7 patients, respectively, were randomized to JNJ-8678 (ascend-
ing doses, Table) or placebo (PBO) treatment once daily for 7 days. PK assessments 
were based on sparse sampling using a population PK model in adults scaled for pedi-
atrics, accounting for allometric principles and maturation of drug clearance pathways. 
Safety was evaluated by AE reporting, lab and ECG assessments. Antiviral activity was 
assessed by measuring viral load (VL) using a quantitative RT-PCR assay for RSV RNA 
from nasal swabs.

Results.  Sparse PK data are described by an integrated PK model (table) and indi-
cated PK parameters for different dose levels were similar across age groups. Treatment 


